Three neuraminidase (NA) inhibitors were used to investigate the portability of the optimized soft-core parameters. The structures of solutes 1 and 2 were built based on the coordinates of the ligand from the PDB file 1BJI [1] while solute 3 was modified starting from the ligand from the PDB file 1INF [2] . The solute structures were optimised using Gaussian03
Experimental details
Three neuraminidase (NA) inhibitors were used to investigate the portability of the optimized soft-core parameters. The structures of solutes 1 and 2 were built based on the coordinates of the ligand from the PDB file 1BJI [1] while solute 3 was modified starting from the ligand from the PDB file 1INF [2] . The solute structures were optimised using Gaussian03 [3] with the HF/6-31G* basis set. The solutes were parameterised using the GAFF forcefield [4] using the Antechamber program available in AMBER 9 [5] . Ligand charges were generated using the RESP module of AMBER 9 [5] , with HF/6-31G* electrostatic potentials calculated using Gaussian03 [3] . The three solutes were placed in a periodic box of TIP4P [6] water molecules. Monte Carlo simulations using replica exchange thermodynamics integration (RETI) [7] were performed on each solute using the same simulation conditions as the corresponding simulations performed on oseltamivir. The positions of identity points attached to the three solutes are shown in figure S3 .
